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-A-fb^f&lA (3 jU g/kg/min for 120min)+ffc^^B(10jUg/kg/min for 120min) xl/day (n=8) 
* p<0.05 



A. . .WALKING DISTANCE (m) 

B. ..TIME (DAYS) AFTER SURGERY 

C. ..DRUG ADMINISTRATION 

D. . .CONSERVE (n=4) 
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(57) Abstract: A remedy for spinal canal stenosis which comprises a combination of a compound having EP2 agonism with a 
compound having EP3 agonism. A drug comprising a combination of a compound having EP2 agonism with a compound having 
00 EP3 agonism shows an efficacy in a rat gait disorder model induced by compression of cauda equina. Namely, it is efficacious against 
spinal canal stenosis to use a combination of a compound having EP2 agonism with a compound having EP3 agonism or a compound 
having both of EP2 agonism and EP3 agonism. 
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(i995» o z*bb<DVzf*47&®mz^zm&mzw&^54k&vo&mi<\ 
ties, (i) -e^$ti5^tifiEP2T^^ hfcm&^-rz^k 
^WRxp/^fcnmm^m^fr%~k&m^-isnT^z> (ep86043oai # 

R^o ) o 

^IB— jRS; ODD ^SftS-fb-^fcriE P 3 T hf^fflSr^i-S r £ tf* 

^fcfi^^Wffl-efeS-i^P^^HTV^ (W098/34916 ) „ 

(HI) t?*$W^tHiEP2r^^Mtffi^tt5-i 

#<|4l*l^ffi> tt«t4^«> ^n-^s 5t#fB#<£>i«lM ^ifoJE. # 

20 V^S (WO2003/74483 #J® 0 ) „ 
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V>T^«F»5^i£f&»SMi: U-CWHTSti/TV^S©^ WiftiajUfertTfOJlELtt* 

5 bfc^p^n^^^^^^^E imm&sm&i&— xh% 0 

K^rit'EP 27^ hf^IiEP 3T^ bf^fflSrWi- 
10 SEES!**, ^^aWffiOffi^^*l|-rsr.i:«r^,fflU*38MSr^b*:o 

^Mb-C»^^^-e^^k<^Pfe^TV^^v\ &mm#bteft1&g$&£M<D*e 
"T/Vt bT^PbttTV^5HS#^iiii#fTl^^X/V (J. Neurosci. Methods 
104(2) 191-198, 2002) ^Jl^T. E P 2 T rf^X b t E P 3 X b <DMfr 

1. EP 27^ btfsffl&W^5fb^:fc5<fct>*EP 3 7^ bffUBS:^ 

2. EP 27^ bf^ffl«rWi-Sft:-a*4:EP 3 7^7 bffMB&^i-5 

3. EP 27^ hfcm&ft-t&ik&mtEP 3 7^ bl^ffl^l^ 
25 4. EP27^Xb^^ff5ftm — «K5£ (I) 
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tK^Ss licfctec 1~4©7^3^S^U R 1-3 ^ 7KStfH\ CI 

fete: 1 ~ 3f@©^T©(l)~(5)<£>K-egj&£;ftTV^ C 1 ~ 8 OT/V^/Pl, 
C 2~ 8 <D T 71/^-/1/^ ^fcf^C 2 ~ 8 (Z)T/l/^r^/^£^*^ b : (1)^p 
^J^K (2)C1-4W3^ (3)C3-7©^nr;V^ (4) 
*fcfii(5) 1 ~ 3 fBO/Mn ffl/ffi^ C 1~4(DT;V*;V^ C 



15 -e^£*L£te-^#K -^o^ ^©^Ibtfcri^oyp K7 *fcte 

5. EP 37^^ hfffl^ff5f^W5 N (H) 



20 (^>f> r 2 »s t^y feft^ p ^yji^ Irt^ R 2 - 1 *D t ttJ«R 2 - 2 




(II) 
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C2~ior;^v^ C2~ior;^vyS, 

C3~7^B7^/K izfrfeC 3 ~ 7 u TjV^jv 
^v'-CfilfeSift/rv^ C 1 ~ 1 0 TA'^Hx C 2 ~ 1 o T/vsr-uz/ms 
5 ^fcteC 2~1 0 7;^-Vyl^l?to 7 ^-tVte^-a-yWT ;V-*r;V 
l~3f|I|<DC 1~47;^/K ci~4 7/V3^ An^y, 

6. E P2 7^ htfMB&^5fc£-#tf^ — (in) 

X U E , <HI) 

15 X 3 te. (1)-CH 2 -1, (2)-0-S. t-fctt(3)-S U 

A 3 te, A 3 - 1 ^fc»A 3 - 2 ^^b, A 3 " 1 }^ (l)l~2flHCDC 1 — 
^/V-^-eSlfe^tl/TV^T^ ±V^i©C 2~8T/l"¥V^s (2)1~2|H(D 
C l~4T/V^ST?gm$^'CV>T^ t tV^^OC 2~8 7/V^V^ 
^fc«(3)l~2HcDC l~4T/^^/^-t?g^r$ttTV^-C^ J;V^E^^>C 2 

20 ~8 7;^=vyM*fcU A 3 - 2 f*. -G 3 - 1 -G 3 - 2 -G 3 - 3 -£^r* 
fc>u g 3-1 (i)i~2j@©c i~4T;v*r;vWreW$:-&foX\^x-k&\i^W. 

|©C l~47;^vySs (2)l~2fi©C 1 — 4T/^/^XMM^fhX 
v^rti J;v^E^©c 2~47;^^yS, 3:fcfc£(3) 1 ~ 2|lG9C 1~47 

/v^/^-eg^^ fix^x ^^mm<o c 2 ~ 4 r/^^ V' u 
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G 3 - 2 te, (i)-Y 3 -m, (2)-mi 3 -m, (3)-y 3 -si 3 -s, w-mi 3 

-Y 3 -S, ^fc«(5)-Y 3 -C 1~4WV^-S1 3 -SSr*^U Y 3 
« N (l)-S-£, (2)-SO-S, (3)-S0 2 -i, (4)-0-K, *fc(±(5)~ 
NR 3 - 1 -SSf*t3b, R 3 - 1 ^ (l)7k*m-?s (2)C1~1 0 7/V«, * 
5 fcte(3)C 2-1 0r^S^*t5U G 3 - 3 «, (l)lN$<g\ (2)l~2|g(Z)C 
l~4T/^/^t?«^:$ttTV>T% iV^E^OC l~4mi^^ (3) 
1 ~2l@(£>C 1 ~4T/^= 3 f/VS*efi^r$ttTV^Tti .tV^ie^OC 2~4T/I^ 
3cfcte(4)l~2jlI<£>C 1 ~4 T/^/HTtt^ntV^Tt) «t 
V^jfflfg^C 2~4 7Vl/= 3 r^l/^K ; §:^:bU 
10 D 3 te, D 3 - 1 ^fc(lD 3 - 2 %^^L s D 3 " 1 ^ (l)-COOHS, (2)-CO 
OR 3 - 2 S, (3)<r h 7^-5-' T^K. l§:fcte(4)-CONR 3 - 3 S0 2 R 

8 - 4 £3:&fc>U R 3 ~ 2 fi, (i)ci~iom;H, (2)7^^/^S. (3)7 
=;HffI $ frtfc: C 1 ~ 1 0 T/v*/vm. % 1t r*(4) fcT ~7 * -/^^r*^ 
U R 3_3 te. (l)7K*m^ £fcte(2)C i~i or^^Mit>u r 3 - 
15 4 te, (1)C1~1 0 7;^;H, ^fciS^^c^SSr^bU D 3 " 2 ?^ (1) 
-CH 2 OHS, (2)-CH 2 OR 3 " 5 i, (3)7»K, (4)-OR 3_5 l, (5)^/1^ 
(6)-CONR 3 - 6 R 3 - 7 S, (7)-CONR 3 ~ 6 S 0 2 R 3 - 8 ^ (8)- 
CO- (NH-r^SSSS-CO) ra3 -OHl, (9)-0- 
1?H-NH) m3 -H^ N (10)-COOR 3 ~ 9 S, (ll)-OCO-R 3 - 10 !, 
20 (12)-COO-Z 3 - 1 -Z 3 - 2 -Z 3 " 3 l s */ttt 

. 

(13) nh^ / s NH ^ * NH ~~Y x NH -s / > o y~ OH 

o o s o 

&&*>U R 3 - 5 {iCl~l07;v^M^U R 3 " 6 *5 j;tj?R 3 - 7 « N 
^^MtebT(i)7K*l^^ *fcf*(2)C 1 — 1 0W;H^U R 3 
- 8 (i7x^;H^Ife$ti/cC 1 — 1 OT/i^i^&^bU R 3_9 f3\ (1) 
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51 fcfft §1 — 3 {@ off j$U£-C«& £ fri/f T «fc V ^ tr 7 * ^/^T?fl4fe $ fb 
fcC 1 — 1 0 T^^A-^ £7Ui(2)C 1 — 10 TVl"^/^ C 1 — 1 0 T?V 

5 tf^^^/v£Sr^t?U R 3-10 ^ (l)7x=;Hs tt(i(2)Cl~lOT^ 
^/l/Ktr*^ U m 3 tel £fcte2£r*;frU Z 3 " 1 ^ (1)C1~157/^ 
(2)C2~15W=V^ ffcfi(3)C2~15W=V^S 
£r^fc>U Z 3 " 2 }^ (l)-CO-£ (2)-OCO-l, (3)-COO-I, (4) 
-CONR 23 " 1 -!, (5)-NR Z3 " 2 CO-l, (6)-0~S, (7)- S 

10 (8)-S0 2 -I, (9)-S0 2 -NR Z3 ^ 2 -l, (10)-NR Z3 - 2 SO 2 -l, (11) 
-NR Z3 " 3 -1, (12)-NR Z3 " 4 CONR Z3 - 5 -l, (13)- N R z 3 " 6 C O O 
-S % (14)-OCONR Z3 " 7 -l, ^fcf±(15)-OCOO-SSr*^U Z 3 
- 3 (i N (X)7kmW^s (2)C 1 — 1 5T/V=¥/VS> (3)C 2—1 
(4) C 2 — 1 5 T/^-^S, (5)gt Z \ * fc &(6) C 1 - 1 0 ^ v^, 

15 ci-ior^fti, ci~io7;^-nr z3 - 3 -i, fjfcraat 

z 3 -e«^^ttfcc i~i or/w^36%^i>U Sftz 3 te, (i)— Ifp^fctt^k 

j^^raJfC^.^rg-iP, — ^^7c«^M s ^fB^^TV^T^ J:V>3~1 5l 
20 (D^M, ~m.'^trL\±^M^ £ r^MT 7^Sr**>U R Z3 ~\ R Z3 "\ R 
z3 ~\ R Z3 ~\ R Z3 ~\ R Z3 ~\ R Z3 "\ *3J;t)«R Z3 - 8 f^ ^rtt^a 
aELTtK^J^^ 3: fed: C 1 — 1 5 7;^S^U R Z3_1 i Z 3_3 £tes 
tb b # LTV^S ^*jfrF t — J& o T N 5~7i(Z) ^flUfif X n 

25 fl^fel^$ti5 l^<^xnM^3r-^A/Tt><fc<U #Z\ *3±UtR zs 
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nSi«\ TIB(l)~(4)^6>®iR$tL6s l~3te©&T?«&&*i/Cfc«fc< ;(1) 
C 1 ~ 1 5 T;l"3f/H, (2)C 2 ~ 1 5 TtVtr—jV^ (3)C 2 ~ 1 5 77l"¥~ 
(4)C 1 ~ 1 0 C 1 ~ 1 0 TAs*cA"f-$-^ ^fc^C 1 

~ 1 OT/^/V-NR Z3 - 9 -^-t?Si^$ttfcC 1 ~ 1 OT/l/^r/H ; R Z3_9 
5 »7K*m^s ^fc{*C 1 — 10 TJV^;vm^t> U 

OH 

R 3 - n lt (1)C1~10 T/l^/Hs (2)C 1 ~ 1 0 T;V^c7V^-^-m, (3)C 3 
~ 8 x/t n C 1 ~ 1 0 T/V^/I^ (4)# 2 -eRi^£ 

nfcCl~l 0 7;V«, ^fc«(5)-W 3 - 1 -W 3 - 2 -#2-e«m$tb^C 
10 1~107;^/H»U w 3-1 ^ (l)-o-L (2)-S-S s (3)-s 
O-S, (4)-S0 2 -S, (^-NR 3 - 11 - 1 -^ {6)13 iVif^jV^ (7)-NR 

*;bU R 3-1 1-1 (i N (l)7.k5ftJKT\ (2)C1~10W/H, *fcfi(3)C 
2~107^MffcU W 3 ~ 2 n, (1)^£\ £fcte(2)C 1-4 7/^ 

15 ^p^>I^ * fc f*7K^^-^®^ £ JiTV'T tiV^Cl-8 T/K¥ 

/H^Sc^U E 3 " 2 «, (l)U 3 " 1 -U 3 - 2 -U 3 - 3 K, ^^f*(2)^4 3 K« 
t>U U 3_1 (*. (1)C l~47/^VyS, (2)C2~4 7/^=I/yls (3) 
C 2~4 7;^^^yS, (4) -Si 3 3 -S, (5)C 1-4 7/^1/^1-^3 3 
-m, (6)C2~47/^Vyl-i3 3 -l, ^fc«(7)C 2-4 7/^1/ 

20 >-K-#3 3 -X%^U U 3 ~ 2 te N (1)^^. (2)-CH 2 -l, (3)-CH 
OH-1, (4)-0-£, (5)-S-K, (6)-SO-I, (7)-S0 2 -l, (8)- 
NR 3_12 -1, (9)#/^zJwl^ (10)-NR 3_12 SO 2 -l, (11)^7/^^/1/ 
7 5/1, £fc«(12)T 5 /#/i^~/vg£rS?;bU R 3 ~ 12 tes (l)7k*M^ 

(2) c i ~ i o r /w^/H, ^ tc »(3) c 2 ~ i o r vvi^3r;ft;b u u 3 ~ 3 

25 (l)Cl~10 7/^/H, ^n^VM^s TK^S, T/l^^v^ TVl"^ 
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TV^Tti J:V^C l~8T/^=3r/^S, (2)C 1 — 1 OT/WS, ^P^VJfH\ 
tK^^ Ta^^, T^^/^^-Ss ^J:tJ«-NR 3 - 13 R 3 - 14 S^bS 
tlth% 1 — 3|i<Dgm£-eg^£;frTV^% J^c 2~8T;^^;H, (3) 
5 Cl~l 0 7;^S, tK^Ss r^a^r^S, T/V^/VJ- 

*5j:tJ«-NR 3 - 13 R 3 - 14 ^^ilf»6 l~3#I(DE^^B$fe$^ 
TV^^J^C 2~8T/t-^/l-Ks (4)914 3 K-eg|&£tLT^;5 C 1-87 
^dr^3£. ^fcfi(5)#4 3 S^t>U R 3 - 13 *5j;t)«R 3 - 14 « N ^Mfim 
xlVX, (1)tK*M^s 3c7c«:(2)C 1 — 1 0 7^^Hlrit)t, SKI 8 > ^2 

10 \ g|3\ J;fcte^4 3 » s 1 — 5#KDR 3 ^gm$^TV^T 1 b R 3 te, 
(1)C 1 — 10 7/^3vi^ (2)C 2 — 1 0 TA^—/!^ (3)C 2 — 1 0 T A"%- 
^/um, (4)C 1 — 1 or/^Jf^/l, (5)C 1 — 1 OT^Wtl, (6)/M3 
^>^, (7)7kgt£, (8)^hPl, (9)-NR 3 - 15 R 3 " 16 l, (10) C 1-10 
r^n^^ST'tt^iltC 1 — 1 OTV^/VK, (11)1 — 3\n<D^Uffl/U 

15 ^i?gm£tL7cC 1 — 1 0 7^^;H, (12)1 — 3j@o^n^jg^-?Bi&£ 
tbfcC 1 — 1 OT^if $ iX7c C 1 — 1 0 7^^/H, (13)-NR 

3 - 15 R 3 - 16 ltIi$tifcCi~i07;^;H, (14)^5 3 K, (15)- o- 

m 5 3 K, (16)|jt 5 3 ST*gi&£tbfcC 1-10 T/l^/^ (17)gjt 5 3 £"e« 
m^ttfcC 2-1 0 7^^/H^ (18)^5 3 K-eB^§tbfcC 2-1 0 7/V 
20 3^/1^. (19)Si 5 3 Sl?gi^£ tilt C 1 - 1 0 TVWa ^ v-^ N (20)- O-M 5 
3 S^«m$ttrcC 1-1 0 7^^S, (21)COOR 3 " 17 S, (22)1-4^ 

(D^ n ^VJUC^-eg^. $ ttrc ci~i07;^ ^v'l^ (23)^/i/ 5; (24) 

t Kn^v^fgl&^tWiC 1 — 10 TJV^;vm, ^fc«(25)C 2 — 1 0 Tls 
^m&mtol^, R 3-1 5 >. R 3 - 16 s doir)?R 3 - 17 tts ^^2teLT(l)7k 
25 ii^ l£7cte(2)C 1-10 T/^/^^i^ U 91 5 3 te s T1E(1)~(9)^ 
£>SIR£;^5 1 — 3#l<Dg|&ST?g^£tvrv^-C& ; (l)C 1 — 1 OTA- 
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^r;kI N (2)C 2 ~ 1 0 T jV^r^tV^ (3)C 2~ 1 0 T/V^-^/V^ (4)C 1 ~ 
1 or^3^5/|, (5)C 1~1 0 7^3«f^S"Ci^*ilfcC 1~1 QTtV 
^r/l^S> (6)^a^>-J©^ (7)tK^Ss (8) 1 ~ 3 ||©/no ^^^t?Bife$^L 
fcCl^l OT;^;H, (9)l~3#l<Z)^n^VM^^B^$nfcC l~l 
5 0 ^ri/STf^^tlfc C 1 ~ 1 0 T/l/^r/H ; 1 1 3 , 2 \ 3R 3 \ 

T%J:V^C3~15 ©If, -#^fd(±H#^M*#T y -/K ^fc{*(2) 1 

8. ^wafc«w£*^ ^sp^sim*^ j»»*ewtfe*M£, nm&&mit 
20 9. ^ N ^tii, mm, *fcr±utj«tb^©afeisMW-T?«>5»*©ttffli 

* 7c » 7 fB4ft<£^t£ fK5$ioTO J; t*/* fc ttf&UefcU 

8533 «fc t^/* fc ttiftBSRU 

25 &53*3fc<G>$£ffli 0lE«^ttW^^^W*5J:t)«/*7c«^^iJ. 

12. *^ttS0!W**fe»^^fcS»^©«ffll*fcW:7|B<ftO 
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13. SjN*©«£ffl 1 * « 7 iEic^©^^^^ <fc tV£ fc tti&Sfcjft 

10 ^ir&lk&m, tfcfiE P 27=?-^ hf^ffi t E P 3 7=?^ hfffi i Srf 

l 5 . JfipftWtjSj^M^B&*5 «t tV* fc ttteSfcfll SriSafti" §fc*©EP27^ 
15 fcttEP27^^ hfitEP 3 7=f-^ hftMB£tr#^^ofb^tf>(£ 

*mw<D^mwmm&^ffi& xny-^tcnmrnm t uit ep2t^ 
* b*5j;t^/*fer±E p 37^ h & w-f- zhcoteb t*(D£? 

20 E P 2 7^ h33itf/*/tW:E P 3 7=f^ bf1M3&Wi _ S'fb*&#i: 
LTtt, EP 27^ hftm&&* EP37^f»f 
-t JcfcteEP 27^ HfffiiEP 3 7^ hiPmt&tiH: 
W^ik&WmfbfriZo *fc8^I©EP 27^ bfc'itf/ftliEP 

25 -<T^"TSo EP27^^M^^ft5fb^iLTf^ iifl 
EP860430A1 fcfB^©f fr^MfeK W099/33794 fc|E«fc<£>'fb'^H^EP974580Al fclB 
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*©fb^#),W095/19964 ^fS« <Dfc&®3 „ US5698598 teIB*fc©'fb'^4&K 
US6376533 ^fBl»Wb^l N W098/28264 fclB^©^^ WO99/19300 ^IBfc 
<Dft^#KEP0911321Al ^Bfc<^^>W098/58911 ^|B«$ ttfc-fb^^ 
WO2003/74483 ^IBfc^^Tcft^^^t^AH- 13205. CP-5335 
5 3 6. t/^n^K y^P^K ^y/n^h^K AY2 3 6 2 6f 

fc— (i) x»7jk%nz>fc&m$mf btts,, 

10 /K ^ntVK ^^33 <t«nb<D^^Mtt^#^^iffeti, So 

C 1~8 07M/H^ LTd MxJi, ;*^VK T'n tVK ^ 

C2~8©W^liLtit Mid tr^/K ^n^^K 
15 /K ^i^—zK ^3r*fe~/K ^7°r^/K ^t^/KJS <fcO«^tL b 

^^v'^/K ^7°f-;K ^ ;is$5 <fcT*-€r;ft/£>©# 
20 Cl~4©r/l'3^v'iiLm Mid * h^ri^ rchdp-v % ^ntf? 
C3~7©^P T/l^^/l^S i UT^ Mifl ^o/a fc:VK u 
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— jttsS (i) ■V^i5ti%4k&m(D5h, £e>fc£p*U^fc©i: tttt, til 

M(5Z, 9/3, 11a, 13E) -17, 17-^V-ll, 16 
— S?fc KP^r^-9-^nn-2 V — SAf^n**— 5, 1 3 — S^^lfe* 

SulBbfc— jft* (ni) •x*i*£frz>{k&to&&t?bfrz, 

— jRsfc (m) 4»> Cl~4 7;v«^t MxJ^> 7^/K ^ 

—f8ti£ (in) 4»s ci~8T/^li(t *?vk ^° 

10 nfcVK >^/K ^^r^K ^r/^vK ^/^te^XF^thb 

Cl~107WSitt, Mtll *3vK ^9vK 
^^/K ^sap-^/K ^t^/K ^^vK /K fi/^Sfc J: tl^n 6> 

15 C 1 ~ 1 5 7;^;Htf± % til&fcf, 7 ^vK =?vK 7°^ tfVK 

^i/^vK ^^vvK ^!/^7K / ^yf^K 

C2~8W^Ii:^ iiil ^t^^/K ^n-<^/K ^-/K 
20 ^i/^—zK ^^r-fe^/K ^T-ZK ^-^ ^UKdS X. rj^tflh ©&t£ffc 

C2~l 0 7^=;Hitt, ^n-<^/K 
25 C2~l 5 7/^-/Hi^ ^-r^vK ^"n^^/K 
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5 -eft s„ 

C 2-1 0 7;v^Ii:li> iiil ^~/K /n^/K 7*^~/K 
^<^^^/K ^3p-V=A\ ^7°f-n;K / — — /K ^S^/Hs 

C2~l 5T/V=3r^/1/K<t« s #>I^^ ^~/K /olf=;K :/^~/K 
10 ^^^—/K ^^v'^/K /K 7^-/K 

15 jSi©c 2~8T;^^^liit i^v^ MJ^f^^ 7 

*s <fc t/^7 si v- ^£-e „ 
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Si^^LTV^ ^-r^ix^ N 7°n^^i/>\ ~7^=^^ ^^rc- 

^^'r^Ul/ s ^3ri?~W>\ ^^f=r-\y^^ # 7" ~ U ^ / 

j£i©C2~4T/^wyli:ft M£fc£s ^^^^ ^nt^vy 

C2~4m^yy|tit Mid /pt'^yy^ 

C2~i5 7;^yyi^i, iifl /nfc^yy, ^ 

^^^-^.u^ s ^%-z/^u^ s ^y"^^u^^ jr^^—u^, / 
y*z/~u^, Vy7**/~ i/^ N K-t^^v>\ MJf^^y> 

25 l-lOT/^^ylitt, iiil ^b^rv\ ^n^dr^ :/ 

h^V. ^^^/l/^-=3r^ ^^^vl^^r^ ^ ^/i^j-^ 
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fcVi^;3\ -f^tv^Or^ ^i/^-Asf-Hr^ ^^jv^^-, -^-f^As?*^ 
5 C3~8 */# u TJV^rivm 1 M\ $lxJ:£> ^b/o fc:VK 
§0 

/K ^=¥f-/^/K ^^y-f/K ^-^^ /^/K J-tJ-i 

-CO- (NH-75/M-CO) m3 -OHS. *3<tt>*-0- (CO 

r^^y^f^s ^^5:^^ y^>\ t/^^^s t *^-v>>\ # -r 

£fc, -CO- (NH-7US8S-CO) m3 -OHl, dSit^-O- 
(CO-7^y»l-NH) m3 -HSflt 7US«KaoTi 

25 s$nfct>^t>-g-^rt^o 

— (m) au 3 . ^2 3 N at 3 \ is 3 , ^fc^ntz 3 ^ 
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oT^^tts— m-g.tctei£U7!)mm&nx^xh£^c 3~i 5 comm. 

tfcfiHi^ifT y —?vh ITIt #iixJis v^n^n^V, v 
^ * ^ n 7 -^-^ v-^ o 7* # >\ a 17 ^ n Kt 2 ^ >\ 

10 :7^w^ TfnFnt7^yy, /^tKnt7^yy, ^t 0 ^ 

^-tKnA^yy, t ,- 7x^yy % a s— f^^-fei^ s--fy^ty, 

Tyf7*^ [4. 4] /7^^ [4. 5] "fj7>s ^t°n 

[5. 5] »7 VX77 ^ tT^n [2. 2. 1] ^7"*^ fcT^ n [2. 
15 2. 1] ^7^-2-^^ tfv^n [3. 1. 1]^^^ N tfv-^n [3. 

1. 1] ^7°^- 2-^>\ t'y^P [2. 2. 2] tfiX^P [2. 

2. 2] ^-^^-2-^^ s T^>-^>\ S As7 9 ls*£1&&f htl 

So 

il 3 , i2\ S3 8 , 14 \ I5 8 > *7cf«Z 3 ^J;oT^^$^§ 1 

20 ~4^£*J n * J F\ l~2#|o^M^*3J:tJ ? / / ^f-f*i~2^(D^^ 

i~2 flioift*®^ irr/* fcra i~2 faoffiMm^fr 

ZtlZ^vW^Z^tSs 3~15M©m -^^fdfiH^^^D^T 
25 y — ^i: LTIi, MtL&s t°n— /K >f 5 /K b U T7*-/K rb7 

/K t°7y-;K t^^y, t°7^^> try^^^ tru^^ Tif 
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^T-^t"^ -7=7 1/, ^7^, ^-^-fetr^ ft7a^ ^fc^y, 

;^f-v>Tif t°y\ fr^ry-/K f/v 5 ^ fr^r^y, ^-Ti?tfy N 
5 fr^r^tv, -r y K— /k ^y^fy k— /k -f y K y >>y> ^yy*7 7 
^ N ^y^^y^y^ ^y/w^^ ^y^y*ft7xy, s^-r 

-ryzis^, -r yyy— /y y^y y s?y, yy y^ 

yyy-yy. ^ry^ t7f^v?y, ^/^tyy, yy 
/jjy N ^yy^^f-y— /k ^yyfry^K ^yyy^yv— /y y 

^>-y^ct: o >\ ^yy^r^? t°y\ ^yyYTv'Tftv, ^yy'rf f 
y x -<yy^rf ^yy'7yf yx ^yy>ryry-;K ^yy f 
y r y— /k yj/w^y— /y 0 -77/^y y s ry y >>y, y^-y^ v 5 
^yyyyys ^if-yry^ i?^yyft7xy, yiy^r^y, y^y 
15 ^f-iyy, y ^ y ^iJ-^y y , fry^wy 7xtyhpy>, y^-7-y 

^fc, l~4#](D^*M-^s 1~2 #|<Di^JJ!(T-:l3 fete 1 ~ 2 

20 >>y -yy, rif^yy. ry* y, t°P y y t°n y s?y\ y =• yv y y s 
-r^yyy-yy, fpryyy byryyyy, rbyyuy rf7y 

y-yy N t'7/Uy ^7^])^ -ytKnt^^ r>7tFnlf!J 
i?y N ty<y v>y N y't Fot°7^y f fyt Kp^^ t°^y-yy^ 

25 t: K n t° y y y N ff7t KPt°u y*v>y\ t k p t° y ^yy, v 5 1 
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df-tr ^ y N ^tKo77^ 7h7tKP77^ i?tFPt*7^ t- h 9 
^drirfy, f^f7^ ?^*y> Fnf t7xy, xh^tKn^-^- 

7t Kp^ty^ (^^y y x») \ S^fc Kn^yt^t^ 1 -^ ^ 

rb7t Kafry-^ (fjyy^y) „ Ko^yfr^ /k ^ f 
10 7kKp^yfry-;> wy^r/y^y) > Ku7?f^ 71^7 
t Ku77f^ v 5 ^ Kpt^t^ry^/K t- f7t Kntwry^ 
/i- (twryy^y) , FPt^t^y, rF7t Kn^t^y 

y, i?t Knf r^ry-zK rF7tKpf7^ry^ (fx^ryj; 
^y) N i^t Kc^ryy x h7t Kpfr^y -yt Kpfr^r^y, 
T^b^t Knfryr^y Kn^rf t°y rh7t Kn^i^y 
t Kpf7ft°y yt Knf r^r^t-y =r b7t Knfryr^ 

20 fc°y\ /^t Knf 7v?7f t°y *M!)y ^^-^e/k^yy, ^-^f-^ 
^vK!)y ^y^^KP^> $?tKo^y/79y Kn^t 

yy'77y v^t Kp^y^yy'y^^ t Kp-fy^y^^y v 5 
t KD^y/ftyay, t Fc^yyft7iy, -yt Kn^fy^y 
y^y^y, /^tFp^y^/Wxy v'tFa^y^y-zK 
25 /**-fc Kn^y^y-/K v>t FP^r/Dy TF7t Kn^y y y N 

t Kn^y y y N yt Ko^fy^; y >\ rF7t Kny y^y y >\ 
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t KP^yyt^t'/^/K Kp^y/fry-zK t Kp^< 

yy^/y^/K v'tKp^yv^y^/K ^-t KP^yy^^^y 

10 — /K 5?* Kn^yyr^trys rb7t FP^yyjf t°y, v>fc Fp^< 
t KP^yyt^eff t°y, T b9t Kn^^y^^iHf v>fc Kpt; 

nr^y^ 7F7tFoT7y^y /^tKpr^^y v*t kp 

15 '^y/77y FP^y/ft7i7, fh^tKP^^? 

^ N rF7tKo^y/ft7i7 N /^tKp^yy7 7y t 
Kp^yyw^y, yt^y7y> v^-^f-^ v^-r 
^ N v^^iM v^y\ ^^i/^^f-^, ^ n-^y\ ^yy^t7y 

^yyv j f7yif^^}f^ti§ o 
20 — *p*fctt^S|S^«lfl^$^^•cv^T l b«fcv^c 3 — 1 o©^at^ ^fcteum^ 

^y^^ v-^n^df-^^ N is? y^Pt^^y^ ^ n y 

^nf^y N v^n^y^^ v^u^dr-fey\ v / ^n^^°7 i y > v' 
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y^Vy N ^\fu [4. 4] ^fc°n [4. 5] 'fio y N trs^ P [2. 

2. 1 ] >\ If n [ 2 . 2. 1] **<79 — 2— :^y N fcTv^n [3. 

1. 1 ] ^ tf v-^ a [ 3 . 1. 1] ^^—2—*^ tr^n [2. 

5 2. 2] tfV^P [2. 2. 2] ^-^^-2-^c^ N T#~*l/9 

1 ~4flI<D^S!M : F. l~2i@(Z)^*M^J;t>V^fc«l ~2j|HC0il^ 

J:v^3~l0M©fi, ^fcfi— l^rnfr ;v©Hs l~4{®£> 

^am «iti t°n-/K h y ry-/K f^y- 

/K t°7 y— /k t°vz?^s t^v 5 ^ tru5^^ t°y^yy\ r-tf t*y\ 

v>Tif fc°y, y 7^ y> ^irfy, ^;^y^y N ^fc°^y\ ^ 

is ^^t/^/K ^fyt^ty^ fry-/K ^ yf tv^/k y 

20 t7^^y, y^v^/K ^; D y y^y yy 3v y yy y s 
y^^^yy, ^fy^y ^-y^y^y, ^y^rtyy ^yyy, is is 
yyy -<yy^^t)/-;K ^y^fT^^/K ^yyV^Y-/K * 
a^y ^yj/7 9fy^ ^yy>7^ry-;K ^y/MJT^W 

25 ^fc, 1~4{HKD^*M^ l~2^©Sfe§ffm^*3«trJf/*^:ttl~2#I 
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y v>y\ TWv^ r/*^ trn y y N t°ni) v>y N 5 y <i 
* t?y y fpr/yy, byryl^y, fhy/y^ rh?/!) 

v>y. t°7 N / y >\ y v>>\ Kb fc° y ff7tKnt°y^ 

tKnt'p ^v^ N rf7t Kb if y ^v>y s tKnf V t 

10 =3ri?^>\ ^tFo77^ f b9tKo79^ v^tFPt°7^ fb7 
t Fnt'7y S?fc Kn^-^tf^ rf7t Kn;T^i?fc 0 >\ t Kb 

15 7t Knt^fy-^ Ctf-^rf-yjJ v^) > v^t Ko-fyt^fy'-zK X 

h7t KB^y^-^y— /i" wytwy^yy) , Knfry-/K 
rh7t Kafry-/w (f/y'^yy) . v>t Ko-ry^ry^K 7h 
7tKn-fyf7y^ wyfryy^y) % Kn^ifV, tv? 

20 (^-dp-f-^ry y ^y) > Kat^yy^ T h7t Kntdrt^yy, 
KntWr^y 7f7tKntW7^y yt KntW 
h°y, fb7t KB^-^rihif t°y, t Kn;*-3rlH?t?y % y't Knt* 

tv^rf ify, 7f7tKn^tyrft°y s /^-t Knt^t^rf t° 
>\ yt Fnf r^ry^/K fh7tKnwry^ (fr^ryp 
25 v>y) „ yt Kpf7v?y^ t h7t Kpfr-yy^ yt Kpfr^T^y 



22 



WO 2004/089411 



PCT/JP2004/004836 



ry> ^yFy^ -fy^yFyy> i^t /^t fp^ 

y)/7 7^ 5?tKn>fy^/77^ /N-t Fo-fy^^/7 7^ 

5 t kp^/Wj7, /^tFn^/Wxy, v^tFp-fy^ 

y'^^^y. Fn-fy^/Wiy, i^t Fa-fy^y*-;K 

/^tFp^^V-/K v>t Kndf-y y y. T h 7 1 Fn * / y y, 
t Fn^r / y y s Fn-fy^y y y N rh7t Fn^y^r / y y N 

t Fn-i' y^y y y\ s?t FP7^7^y> fF7t KP7^7^y 

10 tFP7^7> ! y v^t Kot7f JJ fb7tFPt7f!J^7, ^ 

— t FPt7f yy>, i?t Fn^7^ff !Jy> ^ h7t Fn^y^iJ-y y N 

/^-t Fn^y^tuy> Fn^t/yy^ fb^tFoW!)^ 
/^tFp^tyy^ ^tKnwp^ fF7t Fp-yy/yy> ^ o 
— t Fpyyyyy ^yy^^tfry t?t: Fn^yyt^t^y, 

15 t Fp^yy'fryy t^yy^/y^y y N v>t Fn^yyt^ty^/y 
t Fn^yy^^-y-y—zK v^t Fn^y/f jy^/K •£ fp^ 
yytry^K ^yt Fn^yyv^^v^/K /^t Fo^yyV^yy 
-/k »y?^ -y^f-y, -y^e-^y, v^ry, yt^t-fy^ 
y N ^<yy ? ^^-dr-y-y > ^n^y s ^yyyft7y ^<y/i?f7 7i§ 

20 as^«*e>^S„ 

iim M^d y^pyp^y ^py^y ^p^y ^ 

p^^-#-y N -y^n^y^y, yyn^yfy, yy*n^=^i?y s ^p^ 
7°fy> yyp^y^yxy, -y^y n^^rf-v^y^ v^yn^y^yiy 
25 -<yify^W bti5„ 
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2 m <Dmmm*te <t t*/* » 1 ~ 2 n§ ©gMi 1 & £ n % ^ n 

^-dr-fet°^ ^-^^^ /k 
10 — /k fr^y, fr^r^y, ^riffc°>\ fTv'rf tr^asajfcff btt 

So 

hvryv>, hVTvv v->\ rh7yyy, x b 7 y y ^y y 

Kulf7^ fb7t Knt^v 5 ^ ^7^^ v>t Knt°y 5 v> 
^ff7tKnt°!J5 v>>\ 1 Kd tf y 5 v'tKnt'JI ^v>>\ 
20 rf7t Kn try t Kb try ^v>>\ i^t Ka7^tX T h 

77^ fh7tKP77^ ^tKBt'7^ fb7t Knt°7^ S?fc 
Knt^tify, 7^7t Kot^rttfy, t KB^tify, ^ y 
25 y\ Knft7*y, ff7tKBWxy, i^t Knf 

^-fc 0 7y> 7h7tKcW7^ Knf itV, rf7t Knfx 
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i?r^y ffnFnW^yy ^yt KntW^y ^b^t 

Kn^^rlHf fc°^ N t Kn^dMhtftr:^ >^?t Kn^arf-^Tif t°y- N 
10 rb7t Kat^t^rf fc°>\ t Kn^drl^T-tf Knf 
T v>T y — /K rf7t KofTv'T y — (^7^7/!) v> is) „ v> fc K 
afryy, ^ byt Knf7v ; y v?t Kn^^^y Tb7tFn 
f7^7i>y v^t Kof 7f tV, 7f7tKnf7ft'y fc Kta 
^•Tif t°V N v»t Knf7^7^lfy> f>7tKof7^7f^ 
15 t Kof 7^t°y, *7W*cy^ ^Jr^/vyfr jjy, ^-^f-^-r^. 
df-y^^ N v^^ri*-^ v^"7^ v^T ^ # mfbnZo 

c 5 *fcr±6©^flt^*air y —^t l-cwu itd n^y^ ^ N 

^B^fy y^a^yfy. S^n-^dMriA ^^ifV^^if 

-So 

i ~ 2 m<£>^^/sc^*3 «t xf/iz. it « i ~ 2 #i c«itjff^7> e> £ 5 ^-y- 

25 5^v-/k hy 7 y — /k r f7 y /k f^y-zK try 

^y, tr^s^ trys^JA tfy^iA 77y t°7^> tt-rx.-y^ 
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y^y\ -Y-^V!)y, ^^^yy^ MJryyy, MJr/y^ 
rf7/!)^ rf7^^^ t°7^yy> t: o ^yyv>y N tr^yt^ 

ty^v^ =f-^r^;v^V ^^f-^Ty. ^yyy, 

10 v^^f-yy v^e-yy^ ^T^^rfbHSo 

4>&< H-o©liHf^^ £ b ^ l ~ 2 f@(«lf JiWo <t 7c 
15 tel~2#l©^M^£^WTt><fcV\ 3-15l©|«, ZiSfcH: 

7v'-;k rf7 y*— /k t°7 y*— /k y y K— /k y yy y /k y y 
^'y-/K y°y y, ^yy^y^/K ^yyrffy ^yy^yrif t° 
y N -<yy mj ry'wK TJ/w-^y— /k /3-#/ytf;y y> 7xyfr^y 
20 y^ydrU-^y, -<y 5^yWif b^5 0 

fcfi^ r^Dv^y rff^y ry**y fa jj y fay^y, 
25 yyy ^^vy^y MJ/ypy fyryp^y rb7^!)y 
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5; i?t Ka ifV =t Y =7 t Kn try t Kn fc°y y 

y^-^f-y— /k t h9 1 Kn-r y^-y-y— (-r y^f-y* y e^y) , 
i^t KofT^/K fF7t Kofr^ (fr^y^y) . Kn 
yfry^/K fh?tKn>f yf/y^ yfry y ^y) > v>t 

10 Kn75f^ f b7t Fn77fy> i?t KPtWT^/K ff>7 

t KPt^t^r^ (twryiv'y) . ^tKow^ x 

v>t KPt^t^ rf7t Knt^t^tV, yN°— t Kp^ 
•y-if t°^ N v>t Knt^t^T^ b:°>\ fh7t KPt^t^TftV, /n 0 
15 — fc Kn^-dr-^v^T^t^s S?fc KPfT^r/^/K X b7t Knf7^ 

t-/—jv (fr^ryy-yy) „ Fpfr^y, rfn Fpfrv 5 ^ 
Fpf/v 5 /^ rf7t Fpfr^r^y, v>t Fpfrft^ 

7" h7t Fpfr^tv, t FPfT^t°y 5?t FPfTv'rftV, 

7^7tKofr^^^ t Fofr^^y, ^e/^y^ N ^ 
20 ^-^/^ y >\ ^fyFUy ^y^yFyy, Ko^y^y-/i/ % 
t Fp-f y^/'-zK v^t FP^yuy, ff7t Fa^y y >\ t k 
p^y y y- N v?t K^-ry^/ v y> Fp^y^y y >\ k 

n^y^y y y\ i?t Fp7^7^ rh7t Fp7^7^ t K 
D7^7^ i?fcFP7-7f!)^y, 7f7tFnt7fFyX t 

25 Fntyf^^ s?t: Fp^y ^-y-y fF7t Fp^y^tyy^ ^ 
-tFp^y^tyy> ^tKoWiiy, fF7tFPWuy, * 
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5 Kn^yyV ^y-;K t Kn^y^ 5^y-;K Ko^yy 

7t Kn^yy-yrf lfy, Kn^^y^WtV, rf7t Kn^ 
yy^drf-iffy^ Kn^;w^y-;K f f7t Kp*/w^-;K ^ 

10 -t Fnr^ y i?i/mi$m?bfhz> 0 

j:v^5~7M©fi^fPlT!) — ;KD5t>, 4»ft< £t> — o<7)^ 

tf s t o n— /k -f 5 ^y—/K njry-/K 7 f7 y ?w -/i/ N t°7y- 

20 $tifc 5 ~ 7l©¥i^fPtT y tttt, iiil t°n U y t° 

p y -yy N ^ *v D y.-f 5 y -y y, hyryjjy, h y r y y 
7f7yy^ fb7yy^ t°7/!)y tf^y^yy, ytKnt°y 
>>y\ 7 s - h 7 t KPt°y >>y t°-<y v»t kp \fv v'y t- h 7 1 K 
a t°7v>y, t 0 -<7v?y, v»t Kp try 5 v>y> x b 7 fc Kb try 5 v>>\ 
25 t K n tf y ^ ^y, y fc F o fc? y ^v>y N 7 1 b 7 t Kp t° y ^v^y 

— t Kpt°y^y> S^fc KP/f rf7t KP7f t°y fc K 



28 



WO 2004/089411 



PCT/JP2004/004836 



T-t?t°y\ Fn^t^ /K f hyt: Kn ;<J-drf-y— ^ (^f-y* y 
v>y) N i^t Kn^y^t/-;K 7>?t Ko^f VtW^ W V 

t^rtyiv'y) , v>t KofT/^/K rfn Knfr/^ (fry 
5 y^y) , v^t Fn^yfry^/K ff7tFn^yfry^ wyf 
ryyi?y) N Fn7 9f^ f F7t Fo7 7tX e?t Kp w 

10 y\ A°-t Fat^t^t°y Kn^^rf-v'Tif fc°y. rb7tFnt 

^v'Tif t°y N b Kn^-arf-^r-^t°y. Fnfr^ry^/K 
ff7tFnfr^ry-;v (fr^ryiv'y) N Fof r^y x 

f7t Fnfjyy v>t FnfT^Tv'y rfyt FPfT^r^y 
v^t Fn Wt'y 7f7tFof7f^y Fof 7f t°y 

15 t Knfr^rf t- b?t Kn^7i?7^ t Fof 7^7 
i?tfy\ ^!)y ^^-^^U y^fl^Jf £>tL3„ 
—IK (m) -e^$tt^-fk^#)(D5 fes $ £>te#& uv^oi: ttft, M 

[ (2- { (2R) -2- [ (IE, 4S) -4- ( 1 -^;V%/ 
yny^P/V) -4-kFP^-l-y7^] - 5 — ^-^y- 1 - If a V 
20 v^/W ^/v) ^;v-7r^iv\ -l, 3-f7^/v-4-*;^y^ 

3=fcf3:2- [ (2- { (2R) -2- [ (3, 5-^an7i;^y) y 

^/p-] - 5-^-^y- i y /y} ^^/y) 7^77=^] — 1, 3 

E P 3 7^7 MW&^3fbl»£ Lttt, W098/34916 
25 *&<Z>fb#tt,WW¥ 07-233145 -^^SB«c^b^>#IS¥ 10-168056 -§-^|B*fe© 
ft^,#i¥ 11-012249 #^|a«©-fb^,W099/25358 KlfB*fc<ZMb'£W, W 
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iB¥ 7-215929 #JCl|B#0'fb^*^4#IW s P 8-239356 #^|a*©'fb^4^> 
WO97/05091 tefBSfcOfl^^ 38«fctnr EI-3 3 5 6, M&B - 2 8 7 6 7, 
GR6 3 7 9 9X, SC-46275, cc^^P^^/K ^-/Vfu^Yl^^ 

(n) ^tL^o 

— (n) ^ C l~4r;^St Lttt, Mid *^vK ^^/K 
Ci~47;l/3^1iU!l Will ^ h^iX. aifdp-^ ^nzK^ 

Cl~107WSi:lTft, MxJl y^vK X ^/K ^ntVK ^ 
^vK ^^5VK ^^^K ^7"^vK ^"^^/K /~/K ?*S/7l'*3,fctJ ? £ 

15 /K ^>-^c=-/K ^df-ir^/K ^<zf s fz=.;v^ ^-^T^;K / tH? — 

C 2—1 0 7/^-;Hi: LTfi, Mifl ^~/K /Pt°=/K 7°^ 
c=/K ^V^^/K ^^rv-^/K ^^~/K / ~~/K <f%/ 

20 C3~7^n T^^wSi LTtes Mill v'^ n^°n fc:VK f# * ^ 

— ^ (n) -v^ti^i^^KO 5 § bv^ti^i: ttfi % Mi 

t^l la, 1 5 a-v 5 ^ b^f- 5 Z, 13E-i^i 

25 ^BMP^rfbtbSo 

£ EP 27 hffUB iEP 37 b £ Sr^lto^ 
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^i©#4f^J:5Mttft (R> S#\ aft:, 
5 TXTl"*^-) , Jg^ttSrWi-53fe^ft#: (d, L, d, 1 #0 ©t,® 

10 mott)J:V\ 

LTV^r£Sr»U ^ f±*«©^lltHW (i-ftt>% j3 -BBS) te^L 

^ffi V Mo 6 f ©^O K7 S>^I3 N £^ 1*1 Kl^V^ TBILISI 
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x*rMk, (5-^f;v-2-^y-i, 3-^ywy-4--f;v) 

5 (Djjm^ £ o -C^it-T S £ i: 5„ £7c N ^^fcJBV^ftSte^fctf) 

7 n^dr^ b y ^&5V^ r^fe^^l^^V^T. GB1,351,238 ^ 

GB1,419,221 P^^ffl#iS«c<Z)^«^ffiV^6 £ i: Id £ <9 , Bf^f^ h V 

15 ^ifejcfcte: EP860430Al,WO99/33794.EP974580Al > WO95/19964,US5698598 > 
US6376533 , WG9S/28264 , WO99/19300 , EP0911321A1 , WQ98/58911 , 
WO2003/744S3, W098/34916, 7-233145 10-168056 ^#H^P 

11-012249 #,*3«tt^ W099/25358,#|Bq2 7-215929 8-239356 
WO97/05091 W3W*fc|a*0^jfe»C <fc t> - £ S D 

20 

<Dtt&m<D 5 fl^4&A ( ( 5 Z , 9 13 , 11a, 13E) -17, 17 
-yp/?/- 11, 16 -v>t Kndp-V— 9-^nn-2 0 — / }V7u?.$ 
25 -5, l v'vlt) ©IMffiitt, 7y MMRrtS-^-C 3 

Omg/kg SMfeffc££*-hT? I>ofc 0 
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mwmmmzft ? mmmrn t mww®emm.KW 5 mmn^xh v . mm. 
$mmm. mmi&r, mm, m&mmmifbnz* £fc> ^eir^m- 

t5jb^%5fe}^LT, EP 3 7^ b#ffl§r^-rs^^^^^^ 
25 #LT^J:V\ EP 37^-^ i^f t5fM^5fcWU 

EP 2 7^ M^^ft5ft^l)^ftg4bT%j;V\ ^tl^tL^S? 
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5 EP 27^ Mffl^rW-r^^^i: lf£(±©EP2 7^ M^ffl £: 
EP37 rf^* h tfUB i ^^Nr^o^-a^ 1 mSl±<D EP37=f^f# 
m%ft-r%fc&!%)k li»±®EP27^ M^ffl^EP 3 7^ hffs 

E P 2 T b ffs/Jl Z>ik&m, 1 «*Ji© EP37 =r t> f^ffl &r 

10 W^5te^*3«fct*l@SJUi©E P 2 7^ hfffliE P 3 7^ M1 2 

15 £;J;t>V;£fc«: 

&<fcV\, 
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ftXTv^C FMtn&lszM (nonsteroidal anti-inflammatory drug : NS A I D) N 

\*9 $^m. ffimmm, ^dadp-jj^^ii (par 

P ) mwm, mB&T^sms&ftft&cm (nmda»^ amp 

Ms i l - s gtMKi^ ^mnmm (Mx.\-£, n * v fks 

^n^^^^S (£*T> PG^B&fBi-So ) PGSM 
10 T=f^-x K PGS»^^ hfWfc^o PGfMiLt 
fl N PGESffr (EP1, EP2, EP3, E P 4 ) N PGD» (D 
P. CRTH2) N PGF« (FP) . PG iSt^ (IP) . TXf 

^ (TP) ^s^f^tbSo £fcs /n^^^y^^yliMiibt 
Xi/ -7^^def-^^, ^n7st^> V)V^=f-i/^Y 

7y7xt^tby!)^ *7x/7^, ^fK77, /f7'7'o7iy, -Y 
7 ? 7 0 i37xyt o 3/- /K ^^ndMri^ ^/Wl/tf^n^rc^, 7;WHf7° 
n7iy7' 3 rtf;K ^f^n^cn^ 7°n r7^^#/^T7i^ 

7 a P7^y, ^-^iJ-^n v>>\ 77/7 , n7xy, a^y7°n7xytfp 
25 <7A N T/l^^/^n^^^ ifV^b^n^cn^-, ^7xt^, ^7itA 
f7;l/^r)A, h/V7itA^ 7P^^7x-7, ^f7 3 :^7'>7 % 
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>\ itr*t%'~?^v79Vi'^ fcfn^-^i^ f/^A, r^tfn^v'^ 

a, -f^^^tic^ ^t?yy*-/K SifT7? k, tif/ 1 ;^ ^ 

Wr^^ ;^fc o y>\ ^^'Wcn^-^y K^-fe-r^G, 75 fc°n-N, 

15 ^rfbtbSo 

K AS- 3 2 0 1, -t^V-;** s> K *f 5 W** y K AL-4114, 
I C I — 1 0 5 5 2, ICI-215918, ZD— 5 5 2 2, BAL-A 

20 R I 8 , * Y y/U\?^—jU (methosorbinil) , FR — 6 2 7 6 5, WF - 2 4 
21, GP-1 44 7, IDD-5 9 8, J TT- 8 1 1 , ADN- 1 3 8 , 
AD N— 3 11, y >- }?/VUX?-y h (lindolrestat) , S G— 2 10, M— 1 
6 0 4 9, M- 16209, NZ-314, (sorbinil) , 

/VUXfyh (zopolrestat) , CP-AR-3 19 2, T^^/V\£;V 

25 l/&t (ascorbyl gamolenate) , V ^ Is X ? -y h (risarestat) , ^7 W^yX 
(salfredins) , AD- 5 4 6 7, TJN- 7 3 2, TAT, h^^yh 
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(tolrestat) „ TT^i^^—A (thiazocin-A) „ U ^ (axillarin) N I 

CI— 215918. i$1r/v\/7.# y Y (ponalrestat) N y Y 

(minalrestat) „ DN- 108. SPR-210. A- 7 4 8 6 3 a $E}6$$fclf 

t> «fcv\ 

io « x gE^q*D =t Ti/iz tz. nmmt^-m t^ti^o 

fc«fcv\, mi&ffl (Mt(l ^iJs jfc&U fc£iK 

So 

20 J^A^AfefcOs l|Hl^O#, l/jg^MOOmgClffl^ 10 10^ 

bmm&^nZo &ma& j *<Dm&i&* /$a— Afcfct), im^o# N o.i 
mn, 0* u < d> lHi b# £> 2 4 «»iiB©ttffltf»- 
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10 SEfcfiWftfcSI (^^b-^s ^>-~}>-/K ^ N 

tfc&ffl (T^y^^s L-t Kn^/PtVvt/kP-^, ^JA^^^^^f-^ 

a^) s **$R*0 (^fryy^^^t>^f) N ggp^ij (t kp^p 
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tf/Hr/P-a— t Fn^^Pt'^^f^t/kn-^, jo — t$t$— /k jo 

5 g&u ^hj&s ?v SSI's TAs^ism) wmw 

10 K n ^i/^o tVV^ f-zl't/kn - ^ 7 ^ I/- b 'C^SLTV^T'fe J:V^ U 
f»®«^J h-^, -^V- b-/K «^t;kP- 

> mnm (^rrUylv^v'^f) N #3f£iJ (fc Kn^/n fc 
20 /v-ir/t-n— .x s t Fn ^^/n f ;i^t;i/P -x, jo — t^tK— /k Jfr/i' 

h — /k xy^ij b—/K v/vf^ FWnp-x, y ^^4^ N ^^^^ 
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MVtcfe&toWfrffiMffl (7^h-^s ^Vi^-*, 
15 ^f/ut^P-^, ^n^^p^tfy 1 )^ tttfUSR^P =» — 

7ba^y- so mtm&isths nm-n 

t Kp^^PtV^P-^, t Ka df-v^n tf/w^ ^Vv-feA-n — 
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5 r±, mmnu mm<m> vr#m, m&m. mmm 

ft&n&-$<DiiL#><D#-mw<Dlttl&\z^ WZ-ft. #cW^J> y/H&k ^y- 
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is fh%> 0 ? y — j*mmn y jk&&%^femi%mmisnx^&i>(Dfrbmit%h% 0 

Mill »^K^^x/K f£^T/v=t— /K ^^7K*S> ##T/^=i — 
/ix (yatVy^!J3-;K l, 3-^i^^!]3-;H) > iliT;^ 

u^mn^^t^m^m^thx^^m^x^mm^ti^o 

Slit bT^it £ tb 3 o M? »J te<kfri fc % v ^ teii^ffi $ fax v n § t <d 
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wrttSo ltd iti^sik »J!i> Iftiii^ *^#^iJs fr&tiffijt 
Wfrb&&ti&%(Dmk&ttte2n&±&i&&\^xm^t>tiz>o sbfcu & 
10 tfm, fflwm* mmm^Ayx^xh^\ 

15 xmmztiZo ##^js tfaMtau mmMm^A,x^xh^\ 

ttv^tJ:v\ )W©3K3t^feW: % W;irf#@«WS 2,868,691 

20 #-*5 Jt t/[HB 3,095,355 b < |E« $ *LT V ^ 6 0 
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n {^7v^%-ym. r^v^m, ^yy;^-b8o (mmmm) m . 

-r-m) . m&femmt£F%!&mz)&cxm&mfcisxmm&ti% 0 
cxm , g.M$ii>xmMi$tiz> 0 

25 mm^mm^mm 
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9 0, 11a, 13E) -17, 17-^V-ll, 
^-9-^nn-2 0- y;^n^^-5, 1 3 -^xyi©]] 
£.Ufc&WdB (11a, 1 5 a h^cis— 9 -^"^y^n^^- 5 Z, 

5 

10 H»J1 : 

7 V hJSm#®E»tT»#^X>W:£, YritbfDjjm (J. Neurosci. Methods 
104(2) 191-198,2002) \Z. <£ <9 bfd 0 i" 7 y b £r^^ h ^tT ^ — 

^ D /W^-^V ( 5 % t >'$C ; m^CUM) i SW*P©?B#^ isfp 

K y ntz.tm^^b-K J:^ 04 jRfg£3 «t X$m 6 RflMm* 1*3 1 

X4X1.25mm Gfc£X^$X*g) Oi/Day^-^HALfc. JgSfe^tf>HI 

25 <#frflB;*rtWfc> 
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Km%, ? V V K^iM (0.04- 4 mA) Hfc^W 3 ftfflSk ±MffiZl& 
m/m i n-fo3g^^_h#$iJ:fc 0 #fr£r#ItU jfeff-<^ b C^BU^^t 

$ titcmMmmm ? v v k ^u^o^yh ^ w\ «suw* (o.o4~ 4mA) 

(5Z, 9)3, 11a, 13E)-17, 17-^V-ll, 
10 1 6 — S?fc Kn^V- 9 — ^ n n - 2 0 —/;v7ux#— 5 , 

(tei^ (a) ) *3J:t^EP 3 7^^ H1^^W^Mbi=H^ 

t'feSlla, 15a-^n^-9-^y/n^^-5Z, 13E- 

z?^m m^m (b) ) £T&#bfc 0 *fc N BEtt^flgtu-c^ffiAswci- 

*S^Lfc 0 ^(iitt^il^tt^y h^MStm (Dunnett's multiple 
15 comparison) UlTtfeJ^Lfc (*p<0.05) 0 

ps^srafeiFb^io i-fcfc^ e p 2 ixir^-^— i: e p 3 u^-y^—^mt, 

20 t5ri «fi$£i^titfc5^ £: aS**$*Lfco Ufc^oT s EP2 
*»^*>ar«^ SfcfiiEP 27^ hfffiiEP 3 7^ hffUBi: 



25 



»JM1 : 
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iS^A : 0.12m g, fl^^B : 0.38m g) C^£t4j&&£^1-5#^IJ 1 0 739%. 



• 1 2 g 

• 3 8 g 

2 0 0 g 
1 0 0 g 
9.2kg 



10 »IJM2 : 

1 ^o/^7/W^«t, ^^J;t9^^U 1^7/^0.2mg (ft 

£-$JA : 0.05m g, it^B : 0.15m g) ^^^^^^^4 T }V 1 0 

15 • it&m^ 5 g 

• it&m& 1 5 g 

. -zri/=L<y 1> 5kg 

• M^fc • * ' • 1 0 0 L 



20 wmms : 

t^^^^-f-^^J 1 0 ^%#fc 0 

• -fb-o-^JA 5 0 g 

• iojvi^^r-y^^-jv^uvu— ^ %sUiyr?J>> ■ • ■ • 2 0 0 g 
25 ■^fr!ly|v^V^ • • ■ • lOOg 

• ■ • ■ -9.2kg 
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mmwu : 

i ^o/m TM^%m u mm?. <£ "0 $m&M u 1 t>v*? 0.2m g 



5 i4^^Sr^i-S^^ T/v l 0 ^^#fc„ 

• fc&VoA 2 0 g 

• -?y?=.y b 5kg 

• • - - • 1 0 0 l 

10 mm* : 

• -ffr^M&B 5 0 g 

■ ^/^^i/^^/^^n— X -Z);v-ypJ>. • • • • 20 Og 

15 ■^fryyt^^^')^ ■ ■ ■ • ioog 

• ^-fe/vn- ^ • • • -9.2kg 



»JM6 : 

20 Ho/qr;K^IL, #Sli:J:9?*^ftJftU 1 ^ 7;^ 0.2m g ©|g 

• fb^B 2 0 g 

• -^i/c=.vy b 5kg 

• 3$®* ■ • • ■ 1 0 0 L 

25 
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mfflW 1 t LT. l 1 m g (^#JA : 0.24m g N it^B : 

0.76m g ) (DWt&J&ft&^-i-Z^M 1 0 TJm&ntto 



• ffr^H&A 2 4 g 

• fls£*4fcB 7 6 g 

5 • -ftjVi^^ytJ-jV^jVu—^ •frjV-yiJJ* ■ • ■ ■ 2 0 0 g 

• ^rTJJytv^i/^ • • • • 1 0 0 g 
•f^^P^ ' " " -9.2kg 

mm* : 

10 WMSk 2 i: t^HI^ LT N l^r/Kflmg Offr^NfcA : 0.25m g „ 
B : 0.75m g) O^tt^^^fTrS^ T/V 1 0^Sr#fe„ 

• A 2 5 g 

• -fb^^i B 7 5 g 

• h 5kg 

15 • m^Tk ' • * ' 1 0 0 L 
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m # <o m. m 



1. E P 27^ M1^%^Ml^»£t>*EP 37^ hi^m^ 



2. EP 2 7^ h^ffl^r^i-S'fb^i E P 3T=f-* MWB£rW-f 
10 3. EP27^ M^ffl%ft5^iEP 37^^ M^ffl^rft 

4. EP27d^ bftm%mirz>ik&mK (I) 



7K^S N *fcf*C 1 ~4(DT/I/=!= 3 r^£Sr*^b. R 1_3 f*. 7KMC^ N CI 
~ 8 <7)T/I/3V1^ C2~8©W-/Vl, C2~8<D7;^^1> * 
20 fete: 1 ~ 3m<VUT(D(l)~(5)(Dm-?mW!:i$tLX^Z> C 1 ~ 8 ©r^^^s, 

-^VJg^ N (2)C 1 ~ 4 OT/^ ^rv'l, (3)C 3 ~ 7 (D%/J? n TjV^rjV^ (4) 




(CH 2 )n 1 



(I) 
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V^57^;^l;n 1 i^^ 0 tifcte 1 ~ 4 Sr^t? U = — - fi N — Wfr&&1tn 
5 Uli^^ ^fcteHfili^Sr^U ^ tt N a-SR /3-KB. 



fis Wtiiittc i~4 7;u^H^t^ R 2 ~ 3 {i N c i~i or 
15 jv^cjv^ c2~io7;^V'ylx C2~i0 7/^i / y£ 

^^s^Blfe&frvrv^sc i~i 0 7;^/H> c 2~i 0 7/^vy^ 
$fcliC2~i 0 7;^=vyi^l3to 7i-;^itj!v'^P7;W 
Ste. l~3i©Cl~47;^/K Cl~47/V3^ ^n^, b!J 

-m^%^^t-o ) 



5. 



E p 37to bftMBSr^SflS-S** 5 



% (n) 
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6 . e p M^ffl£W1-Mbi^WN — jRS; (m) 

T 3 a3 

x 3 te, (1)-ch 2 -1, (2)-o-S. £fct±(3)-S-3£&&frU 

A 3 te, A 3 - 1 *fcfiA 3 - 2 ^t?U A 3 - 1 }^ (l)l~2i©Cl~47^ 

10 ^/c»(3)l~2f|HcDC l~4T/^/^TBm£tLTV^T&£V^#|<DC 2 
~8r^WS»U A 3 " 2 ^ -G 3 - 1 -G 3 - 2 -G 3 - 3 -*^* 
fc>U G 3 - x {±, (l)l~2j@©C l~4T/V^/US-egtfe£tlTV^Tt> J^jfi: 
|©C 1~47/^V^ (2) 1 ~ 2||H<Z)C l~4T/^ :3 r/l/S'T?tt^$ttT 
VvCk«fcV^gl<£>C 2-4 7;^^^ ^fc{i(3)l~2fi©C 1~47 

G 3 " 2 te, (1)-Y 3 -*, (2)-^l 3 -K, (3)-Y 3 -#l 3 -K. (4)-JSl 3 

-Y 3 -m, ^fc«(5)-Y 3 -c i~47;^vy-ii 3 -^£r»U Y 3 

f± N (l)-S-S, (2)-SO-I, (3)-S0 2 -l, (4)-0-S, £fcte(5)- 
NR'^-S^U R 3 " 1 ^ (l)y^mm^ (2)C1~107M/H, * 
20 fcte(3)C2~l 0rV/u3ESr**?U G 3 - 3 te. (l)^^s (2)l~2i@(DC 
l~4r/^= 3 r^*^tt^^tbTV^Tt> J:V^ltt^C»C 1-4 7/^^^1, (3) 
l~2fll|<Z>C l~4T/l/=3r/^^»^$^-CV^T 1 b J;V^il:^©C 2~4T/l- 
/r^l/i/^ £7U3;(4)l~2l@<DC 1 ~4 TA-3vi^-e«i&£tlTV^Tt> <£ 
V^E§i(©C 2~4 7/^^yS^U 

53 



WO 2004/089411 



PCT/JP2004/004836 



D 3 te N D^^fcteD^Sr^bU D 3 - 1 *^ (l)-COOHl, (2)- CO 
OR 3 " 2 !, (3)fh7^-5->f;H> ^fc(l(4)-CONR 3 - 3 S0 2 R 
3_4 £^*^b N R 3-2 ^ (l)Cl~10m;H, (2)7cn^/1/^ s (3)7 
a^/l'JE-Cttlfe&frbfcC 1—1 0 Sfcfi(4)tf7^^/^£^^ 
5 U R 3 - 3 f*. (l)TkltjfC^ l£fcte(2)C 1~1 0T/t/3vi^£r*^U R 3 ~ 
4 fc£ N (1)C1~1 0 ^fc(*(2)7^^/l/S^^b, D 3 ~ 2 f± N (1) 

-CH 2 OHl, (2)-CH 2 OR 3 " 5 S N (3)tK^> (4)-OR 3 " 5 S, (5)7i^ 
(6)-CONR 3 - 6 R 3 " 7 S, (7)-CONR 3 - 6 S0 2 R 3 - 8 l, (8)- 
CO- (NH-r^/M-CO) ffi3 -OHl, (9)-0- (CO-T^/ 
10 M-NH) m3 -H^, (10)-COOR 3 - 9 I, (11)-OCO-R 3 - 10 1. 
(12)-COO-Z 3 - 1 -Z 3 " 2 -Z 3 - 3 l, titzLfe 



(13) NH^/° % NH^/ S , NH^/° s 

o o s 



O 



OH 



£»U R 3 - 5 eci~lOTWS^U R 3 - 6 *5J:tJ«R 3 - 7 ^ N 

^^imsLisXwikmm^ *fc«(2)c i~i orwsiribi, r 3 

15 - 8 (l7^^ST«Stifcc l~l 07;^;H^L> R 3 ~ 9 te, (1) 
Cl~lom^S, C1~107;^^^ ^itf^n^VI^b 

fcC 1 — 1 0 T/l^/I^ ^fcte(2)C 1 — 10 T^^^Ss C 1 — 1 0 7;V 

20 Tf^^^kS^^L, R 3-10 ^ (1)7^^/VS, ffctt(2)Cl~10T;V 
dr/^S«^U m 3 «l *fc«2«t?U Z 3 - 1 }^ (1)C1~157/^ 

(2)C2~15 7/^^1> ^7hte(3)C 2 — 1 5 7"/^— 
^*^U Z 3 - 2 {* s (l)-CO-l, (2)-OCO-l, (3)-COO-i, (4) 
-CONR 23 " 1 -!, (5)-NR Z3 " 2 CO-l, (6)-C>-^ (7)- S 

54 



WO 2004/089411 



PCT/JP2004/004836 



(8)-S0 2 -l, (9)-S0 2 -NR Z3 ' 2 -l, (10)-NR Z3 " 2 SO 2 -l, (11) 
-NR Z3_3 -I, (12)-NR Z3 " 4 CONR Z3 " 5 -I, (13)-NR Z3 ~ 6 C O O 
-2k (14)-OCONR Z3 ' 7 -l, ^fc«(15)-OCOO-K^*t>b N Z 3 

~ 3 te N (i)tK*M^> (2)C 1 — 15 (3)c 2 — 15 T)V>r^;v^ 

5 (4)C 2 — 1 5 T/V3cz=-;vm, (5)S|Z \ ^fc«(6)C 1-10 T/l^ 
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